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IN THE MATTER OF THE UNITED STATES PATENT APPLICATION SERIAL NO. 
10/020,882 IN FAVOUR OF SHELDON WILLIAM TOBE, APPLICANT AND THE 
INVENTOR OF THE SUBJECT MATTER THEREIN, FILED December 19, 2001 . 

DECLARATION 

I, Sheldon William Tobe, M.D., Staff Nephrologist, Sunnybrook Health Sciences Centre and 
Associate Professor of Medicine, University of Toronto. DO SOLEMNLY DECLARE AND 
AFFIRM THE FOLLOWING: 

1. I am the same individual who prepared and filed a declaration dated February 8, 2006 in 
support of this Application No. 10/020,882. I remain a Staff Nephrologist, Sunnybrook Health 
Sciences Centre in Toronto, Ontario Canada. I am also an Associate Professor of Medicine at the 
University of Toronto. A copy of my curriculum vitae was attached to my prior Declaration to 
15 which the Examiner is referred. I hold a MD from the University of Calgary, Alberta, Canada, as 
of June 5, 1985 and a B.Sc. (Honours Biochemistry), as of June 1982 from the University of 
Toronto, Ontario, Canada. As such I believe I am well qualified to comment and provide opinion 
in these matters. 




20 2. The following paragraphs contain my comments and opinions concerning the United States 
Patent Office Examiner's Action dated June 6, 2006, attached as Exhibit A to this my 
Declaration, (hereafter referred to as the Action) concerning U.S. Patent Application No. 
10/020,882 entitled "STERILE LOW BICARBONATE DIALYSIS CONCENTRATE" 
(hereafter referred to as the '882 patent application). To further augment my prior declaration I 

25 attach hereto as Exhibit B to this my Declaration, the laboratory results detailing the work 
completed to carry out the Examiner's incorrect allegations that Purcell could inherently be 
diluted to achieve a Normocarb 25 composition. 

3. I was asked by Neil H. Hughes, Patent Agent of the firm Ivor M. Hughes, Barristers and 
30 Solicitors, Patent and Trade Mark Agents to provide my opinion concerning the position taken by 
the United States Patent Office Examiner in the Action and his rejection of claims 1, 9, 14, 17-19 
and 21 and his objection of claim 10 of the c 882 patent application. In particular, I was asked to 
provide my opinion with respect to the Examiner's allegation that pending claims 1,9, 14, 17 and 
18 are allegedly anticipated by Purcell et al. (US 5,945,449), and that claims 1, 9, 14, 17-19 and 
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21 are allegedly unpatentable over Martis et al. (WO 96/01 118) in view of Purcell et al. As 
before I have met with our Agent and have instructed him as to what amendments would be 
appropriate in view of the U.S. Examiner's allegations. The claims in the application have 
therefore been amended to identify over any of the references cited for the following reasons. 

5 

4. In my opinion, the inventions described in amended claims 1,9-10, 14, 17-19, 21 and 24 in 
the '882 patent application are not anticipated nor rendered obvious in light of the teachings and 
disclosures of the above-mentioned prior art. I thus disagree with the conclusions reached by the 
Examiner in his Action with respect to the '882 patent application. I have described my opinions 

10 in my prior declaration to which the Examiner is referred which are augmented herein, with 
respect to the Examiner's comments and conclusions concerning the teachings of the prior art. 
All of the contents of my prior declaration are hereby incorporated by reference into this my 
second declaration in its entirety as if the contents were fully contained herein. 

1 5 Summary of the Inventions of the '882 Patent Application 

5. The '882 patent application discloses a novel sterile calcium-free low bicarbonate dialysis 
concentrate composition for use in the preparation of a dialysis solution comprising sodium 
chloride (NaCl), magnesium chloride (MgC12), and a concentration of sodium bicarbonate 

20 (NaHC03) sufficiently low so as to allow preparation of a sterile dialysis solution having an 
effective in vivo bicarbonate concentration of 5-27.5 mmol/L. 

6. As also described in the '882 patent application, the primary motivation for the development 
of the novel concentrate was to address problems known to be associated with buffers in general 

25 and there conversion to bicarbonate in the liver. The present claim set addresses this issue. 

7. The solution of the present claim set involves the development of a novel dialysis concentrate 
having a bicarbonate level which when currently diluted will result in a dialysis solution having 
an effective in vivo bicarbonate level in the range of 5 to 27.5 mmol/L and preferably 25.0 ± 2.5 

30 mmol/L to reflect the "normal" level of bicarbonate of 25.0 mmol/L. This concentrate would be 
used in the preparation of a dialysis solution for patients who have achieved normal bicarbonate 
levels. If the bicarbonate level rises in the patient then bicarbonate would pass from the blood to 
the dialysate, and vice versa. The concentrate also provides, when diluted, the ability to 
compensate for the conversion of any weak acid, used as an anticoagulant in the dialysis process, 
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to bicarbonate in the liver and assists in maintaining normal levels or as near to normal levels as 
possible. 

8. U.S. Patent No. 5,945,449 to Purcell et al hereinafter referred to as Purcell was attached to 
5 my first declaration. Claims 1,9, 14, 17 and 1 8 stand rejected by the Examiner as being allegedly 
anticipated by Purcell et al (US 5,945,449) dated August 1999. I believe the Examiner is of the 
mind that Purcell teaches a concentrate which is able to be simply diluted to achieve a sodium of 
140. As found at column 6 of Purcell at line 10 it states that the bicarbonate concentrate may be 
used to produce a dialysis solution by mixing a sterile physiological acceptable diluent with a 

10 concentrate. Purcell goes on to specify which diluents are used. At line 20 in column 6 of 
Purcell the bicarbonate solution is generally prepared by mixing 80 ± 1 ml preferably 80 ml of 
concentrate with 1L of a sterile physiologically acceptable diluent. When diluted properly one is 
expected to end up with a solution measured in mmol/L of sodium of 140 ± 14, magnesium of 
0.75 ± 0.07, chloride of 106.5 ± 10 and a bicarbonate of 35.0 ± 3.5 providing a 10 percent leeway 

15 for each component in either direction. I think Purcell was pretty specific saying that the 
concentrate should be diluted exactly as describe without going more than 10 percent in either 
direction. Of course, one could dilute Purcell further to get the bicarbonate concentration down 
below 30, however, all the other electrolytes would be diluted as well. So if the original 
NORMOCARB® 35 taught in Purcell is diluted to generate a bicarbonate of 25, the final solution 

20 would be 71.43 percent of the original which would dilute the sodium content from 140 to 100 
and the chloride content from 106.5 to 76.1. The resulting dialysis solution would not be safe for 
use and will likely result in the quick death of a patient . Diluting the concentrate to achieve a 
dialysis solution in this manner is not acceptable. The Examiner has said that the Purcell 
concentrate is inherently capable of being so diluted. Certainly it is capable of being diluted but I 

25 hope that a physician who would try to carry out such a method would have their medical 
insurance paid in full as they would certainly lose it quickly when carrying out the Examiner's 
alleged procedure. As stated above in order to further support my comments above, I attach to 
this my declaration as Exhibit B test results carried out by a laboratory of Apotex Inc. which 
clearly shows that a direct dilution is not possible to arrive at the present invention and further 

30 that the corrections required to adjust the diluted Normocarb 35 is clearly not a simple process. 
The resulting dialysate volume of 4.6 litres is completely unacceptable for any meaningful use for 
continuous dialysis. This procedure certainly is not simple and beyond reasonable for the clinical 
setting. 
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As supported by the evidence provided herewith as Exhibit B the calculations for the 
concentration of solutes to put into a diluent to dilute Normocarb 35 concentrate from 25 was 
complex and required a degree of complexity greater than what was required to create the 
normocarb 35 solution in the first place. In fact the "special dilution solution" would effectively 
5 constitute a new invention. 

The concentration of ions in the Normocarb 35 concentrate is sodium 1890 mmol/L, CI 1437.75 
mmol/L, HC03 472.5 mmol/L and Mg 10.125 mmol/L. The number of mmol in 240 ml of 
Normocarb 35 concentrate is therefore Na 453.6 mmol 5 CI 345.06 mmol, HC03 1 13.4 mmol and 
10 Mg 2.43 mmol. 

Therefore as shown in Exhibit B to dilute 1 13.4 mmol of bicarbonate in 240 ml of concentrate 
down to 25 mmol/L, with a solution that contains no bicarbonate, requires a final volume of 4.536 
L, prepared by adding 4.296 L to the 240 ml of concentrate. This is clearly excessive and not 
1 5 clinically acceptable. 

According to my instructions and calculations confirmed by the Apotex laboratory report, to 
make the desired composition namely in mmol: Na 635.04, CI 528.444, HC03 113.4 and Mg 
3.402 must be added which is the excess ions required to make up the difference between the 
20 required levels and that provided by the diluted Normocarb 35 concentrate in mmol: Na 181.44, 
CI 183.384, HC03 0, Mg 0.972. 

The concentration of these ions required in mmol/L in the 4.296L diluent would therefore be in 
mmol/L: Na 42.2346, CI 42.687, Mg 0.2262. The salts required would be 42.2346 mmol/L NaCl 
25 and 0.2262 mmol/L MgC12. Given the gram molecular weight of NaCl is 0.05844 gm/mmol and 
for MgC12.6h20 is 0.203 gm/mol the following amount of these salts are needed to add to 1 L of 
solution; 2.468 gm of NaCl and 0.045998 gm of MgC12.6h20. 

Further to take 240 ml of Normocarb 35 and attempt to prepare Normocarb 25 requires a larger 
30 container to accommodate the solution than is commercially available i.e. available bags are 1L, 
2L, 3L and 5L. No commercially prepared diluent to adjust the ion concentrations would be 
possible . This would also be unacceptable in the clinical realm. Clearly the Examiner's 
allegation that Purcell could inherently be diluted is incorrect. As stated above the dilution 
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solution is complex to prepare and would therefore be beyond reason for commercial and clinical 
application. 

9. PCT Patent Publication No. WO 96/01 1 18 to Martis et al. hereinafter referred to as Martis 
5 was also affixed to my first declaration and the Examiner is referred to that submission and my 

comments therein which are herein incorporated by reference. Traditionally peritoneal dialysis 
solution has always been based on lactate. Lactate that diffuses into the bloodstream is converted 
into bicarbonate by the liver. Thus every milliequivalent of lactate in the peritoneal dialysis 
solution is converted into bicarbonate after absorption. This is the reason that a peritoneal 
10 dialysis solution has higher levels of bicarbonate equivalents than a hemodialysis solution. A 
typical peritoneal dialysis lactate is 40 mEq/L. 

10. The Martis paper describes a method of adding sodium bicarbonate at a minimum of 20 
mmol per liter up to a maximum of 30 mmol/L. It is critical to note that at every instance there is 

15 at least an additional 10 mEq of weak acid that is added to the bicarbonate. Thus the solution 
described by Martis has no less than 30 mEq/L. of bicarbonate and equivalents. 

1 1 . NORMOCARB® 25 was designed for patient's who have reached normal levels of 
bicarbonate. The principle of maintaining a bicarbonate level around the normal physiologic 

20 level of 25 mmol/L is an important principle. If the body's bicarbonate level rises above 25 
mmol/L, bicarbonate will diffuse into dialysate. If the body's bicarbonate level drifts below 25 
mmol/L, bicarbonate will be added to it from the dialysate. This principle is no different for 
bicarbonate as it is for sodium, chloride or magnesium, the other components of NORMOCARB® 
25. During dialysis if the patient's sodium level is above 140, sodium ions will be lost into the 

25 dialysate until the level falls to 140. If the sodium level is below 140 sodium ions will enter the 
bloodstream from the dialysate to rectify the levels. What is novel and inventive about 
NORMOCARB® 25 is that it is the first dialysis solution to attempt to achieve a normal level of 
bicarbonate in continuous renal replacement therapy using a "normal" level of bicarbonate in the 
dialysate. 

30 

The Examiner alleges that one skilled in the art would use the Martis dialysis solution in 
combination with the teachings of Purcell to render the amended patent claims obvious. Again, 
neither Purcell nor Martis teach an effective in vivo bicarbonate level of bicarbonate equivalents 
below 27.5. The minimum Martis and Purcell bicarbonate equivalent level is 30 and 31.5 
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respectively but well above Applicant's teaching. In fact neither party appreciated the benefits 
available in providing a Normocarb® 25 product. 

12. The essence of the present invention is particularly summarized at page 7, lines 16-30, 

5 "... Usage of a low bicarbonate dialysate solution of the invention takes into 

account the bicarbonate derived from citrate, and as a result the total effective 
bicarbonate concentration is accounted for and effectively controlled. Thus, 
metabolic complications are effectively minimized. The low bicarbonate sterile 
solution of the invention typically contains a bicarbonate concentration within the 
10 range of 5-30 mmol/U preferably between 20-30 mmol/U and more preferably 

25 ± 2.5 mmol/L. The solutions with bicarbonate concentrations below 25 
mmol/L may have sodium citrate added to them up to 20 mmol/L to act as an 
anticoagulant, (emphasis added) 

15 The benefit of such a low concentration of bicarbonate as 25 mmol/L is that if the 

patients bicarbonate level drops below this, bicarbonate diffuses from the 
dialysate across the semipermeable membrane to the patient correcting the 
problem. If there is an excess of bicarbonate in the blood (metabolic alkalosis) 
then bicarbonate will diffuse out into the dialysate effluent and be removed 

20 returning the patient toward normal." 

13. Thus, it is my opinion that neither of Purcell or Martis either alone or in any combination 
thereof teach towards or disclose the claimed inventions as amended in the present submission. 
As a result, I disagree with the statements made and conclusions reached by the Examiner with 

25 respect to these points as described above. 



14. I solemnly declare and affirm further that all statements made herein of my own knowledge 
are true and that all statements made on information and belief are believed to be true; and further 
that these statements were made with the knowledge that willful false statements and the like so 
30 made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the 
United States Code and that such willful false statements may jeopardize the validity of the 
application or any patent issuing thereof. 



AFFIRMED before me 
at the Town of Markham 
in the Province of Ontario, Canada 
this 23'lday of h^vej^ber, 2006 




Nflt: HARVEY HUGHES, Notary Public, Province of Ontario 
limited-tp the attestation of instruments and the taking of 
affidavits; tor Ivor M. Hughes, Barrister and Solicitor, 
Patent and Trademark'A&nts. 
Expires March 30, 2007. 
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Dr. Sheldon William Tobe, M.D. 

Staff Nephrologist, Sunnybrook Health Science Centre 

Associate Professor of Medicine, University of Toronto 



This is EXHIBIT A referred to in the 
Declaration of Sheldon William Tobe, M.D. 
sworn this 23 day of November, 2006 



NEIL HARVEY HUGHES, Notary Public, PfoviJce of Ontario^ 
limited to the attestation of instmments/and^ne taking of 
affidavits, for Ivor M. Hughes, Banister and Solicitor. 
Patent and Trademark Agents. 
Expires March 30, 2007. 
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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

• Extensions of lime may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed - 
after SIX (6) MONTHS from the mailing date of this communfcation. 

• " NO period for reply is specified above, the maximum statutory period will apply and wiD expire SIX (6) MONTHS from the mailing date of this communication. 

• Failure to reply within the set or extended period for reply wiD, by statute, cause the application to become ABANDON EO (35 U.S.C. § 1 33) 
Any reply received by the Office later than three months alter the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1)H Responsive to communication® filed on 09 February 2006 and 15 March 2006 , 
2a)& This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 

Disposition of Claims 

4) I3 Claim(s) 1-19and21 is/are pending in the application. 

4a) Of the above claim(s) 2-8.1 1-13.15 and 16 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) S Claim(s) 1.9.14.17-19 and 21 is/are rejected. 

7) G3 Claim(s) 10 is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)Q objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-1 52. 

Priority under 35 U.S.C. § 119 

12)D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)D Some *c)D None of: 

1 .□ Certified copies of the priority documents have been received. 
2.D Certified copies of the priority documents have been received in Application No. 



3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 1 7.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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This Office action is in response to applicant's remarks and amendment of 
3/15/2006 and remarks and declaration of 2/9/2006. 

Claims 1 -1 9 and 21 are pending in this application. Pursuant to the 
restriction requirement and applicant's election of record, claims 1, 9-10, 14, 17- 
19 and 21 will presently be examined to the extent that they read on the elected 
subject matter. Claims 2-8, 1 1-13 and 15-16 remain withdrawn from further 
consideration as being directed to non-elected subject matter. 

Applicant is advised of the following. Claim 18 will be objected to under 
37 CFR 1 .75 as being a substantial duplicate of claim 1 if and when claim 1 is 
allowed. When two claims in an application are duplicates or else are so close in 
content that they both cover the same thing, despite a slight difference in 
wording, it is proper after allowing one claim to object to the other as being a 
substantial duplicate of the allowed claim. See MPEP § 706.03(k). Applicant is 
requested to cancel claim 1 8. 

The following is a quotation of the appropriate paragraphs of 35 
U.S.C. 1 02 that form the basis for the rejections under this section made in this 
Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign 
country or in public use or on sale in this country, more than one year prior to the date of 
application for patent in the United States. 

(e) the invention was described in - (1) an application for patent, published under section 
1 22(b), by another filed in the United States before the invention by the applicant for 
patent or (2) a patent granted on an application for patent by another filed in the United 
states before the invention by the applicant for patent, except that an international 
application filed under the treaty defined in section 351 (a) shall have the effects for the 
purposes of this subsection of an application filed in the United States only if the 
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international application designated the United States and was published under Article 
21 (2) of such treaty in the English language. 

Claims 1, 9, 14, 17 and 18 are rejected under 35 USC 102(b) as being 
anticipated by Purcell et al. (US 5,945,449). 

Purcell et al. explicitly disclose a sterile calcium-free bicarbonate 
concentrate comprising 86.87 ± 8.6 g/l NaCI, 2.05 ± 0.2 g/l MgCI 2 , and 39.69 ± 
3.9 g/l NaHC0 3 (column 4, lines 52-56). A sterile, diluted solution is also 
disclosed, wherein 140 ± 14 mM Na, 0.75 ± 0.07 mM Mg, 106.5 ± 10 mM CI. and 
35 mM ± 3.5 HC0 3 are present (column 4, lines 59-63). The concentrate is used 
in the field of peritoneal dialysis and hemodialysis (column 4, lines 66-67). 

It is clearly recognized by the Examiner that instant claim 1 recites, 
"concentration of bicarbonate [ ] sufficiently low so as to allow preparation of a 
sterile dialysis solution for continuous renal replacement therapy having a 
bicarbonate concentrate of 5-27.5 mmol/l." The claim language in independent 
claims 14 and 17 is similar in that the concentrate is formulated such that the 
resulting solution has a bicarbonate level within the range of 5-27.5 mmol/l. 

However, it must also be recognized that applicant's claims here are 
directed either to the concentrate per se or a diluted form without any further 
specificity as to composition makeup. Even though Purcell et al. did not actually 
dilute their concentrate so that it resulted in 5-27.5 mM HC0 3 , Purcell's 
concentrate is inherently capable of being so diluted. Any bicarbonate-containing 
concentrate can allow the diluted form to have 5-30 mM HC0 3 . This is a 
necessary property of the concentrate and it cannot be somehow extinguished by 
the actual diluted solution obtained by Purcell et al. Therefore, since Purcell's 
sterile, calcium-free concentrate contains 39.69 ± 3.9 g/l NaHC0 3 , said 
concentrate would necessarily have been capable of being diluted to provide a 
solution that contains 5-30 mM HC0 3 . 
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The claim language pertaining to minimizing risk to metabolic 
complications and continuous renal replacement therapies (CRRT) such as 
dialysis and hemofiltration are noted, but since Purcell's composition contains the 
same composition ingredients or composition ingredients that cannot be 
distinguished from applicant's claimed composition, and since Purcell's 
composition is suitable for hemodialysis and peritoneal dialysis, such properties 
would have been necessarily present in Purcell's composition. MPEP 21 12, 
2112.01. 

All of applicant's claim features are thereby met. The claims are 
anticipated. 

Applicant's arguments filed on 3/15/2006 and arguments and declaration 
filed on 2/9/2006 have been given due consideration but they were deemed 
unpersuasive. 

Applicant/Declarant overestimates the limiting effect of the claim language 
in excluding prior art such as Purcell et al. The reference by Purcell et al. is 
applicable because instant claims are too broadly drafted. No amount of 
scientific or legal argument can get around this fact. 

Applicant seems to be arguing that the claims imply a direct dilution of 
concentrate -» solution. Where is the claim language for that interpretation? 
Where does it say in any of the claims, "take only the concentrate, don't add 
anything else except water, and dilute only the concentrate to provide for the final 
solution." Where in the claims is there prohibition to add additional ingredients to 
formulate the final solution? It is not uncommon in the dialysis art to combine two 
or more sources to arrive at a final solution. 
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t. (currentl^mended) A sterile calcium free lowd^lcarbonate dialysis concentrate 
composition far continuous renal replacement t^ m f tt ^ j n the preparation of a dialysis 
solution comprising sodium chloride (NaCl). magnesium chloride (MgC12). and a 
concentration of b i carbonate sodium bicarbonate (NaHC03) sufficiently low so as to allow 
preparation of a sterile dialysis solution for continue «aial replacement theraov havin|a* 



Applicant's claim language, as illustrated in claim 1 above, requires that 
the concentrate is "for" CRRT, "for use in the preparation of a dialysis solution" 
(does not say for example, "for use with no other added ingredients except 



preparation of a dialysis solution for CRRT having bicarbonate concentration of 
5-27.5 mmol/l. 

Here, Purcell's concentrate can be "for" CRRT, can be "for use" in the 
preparation of a dialysis solution, and can be diluted to provide a bicarbonate 
concentration of 5-27.5 mmol/l. Purcell's disclosure therefore meets applicant's 
claim lanouaoe since it does not preclude addition of other ingredients to arrive at 
the final solution. It is applicant who chose to claim the concentrate by 
describing what a prepared solution is to contain, not what the claimed 
concentrate contains. Applicant has to abide by the consequence of such patent 
claim drafting strategy. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 




bicarbonate conccntntejan of mmol/l. 



water"), and bicarbonate concentration "sufficiently low so as to allow" the 
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Claims 1, 9, 14, 17-19 and 21 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Martis et al. (WO 96/01 1 1 8) in view of Purcell et al. 

Martis et al. disclose a peritoneal dialysis solution that comprises: 

Dextrose 1 .5-4.25 g/dl 

Na 100-140 mEq/l 

CI 70-1 10 mEq/l 

Calcium 0.0-4.0 mEq/l 

Mg 0.0-4.0 mEq/l 

Bicarbonate 20.0-30.0 mEq/l 

Weak acid 10-20 mEq/l. 
See Martis' claim 7. 

Applicant's calcium free feature is met by Martis' clear teaching of 0.0 
mEq/l of calcium. Martis* 20-30 mEq/l bicarbonate concentration is expressly 
within applicant's concentration range. A sterile concentrate or solution is not 
explicitly disclosed by Martis et al. However, one having ordinary skill in the art 
would have been motivated to provide a sterile dialysis solution in order to 
ensure patient safety. Applicant's designation of "concentrate" does not provide 
sufficient distinguishing weight because there is no specific dilution factor 
claimed. Even if there were a specific dilution factor claimed, one having 
ordinary skill in the art would have been motivated to first formulate a concentrate 
and then dilute the concentrate to the component concentration disclosed and 
suggested by Martis et al., because concentrates provide the advantage of 
storage stability and convenience. 

Further, the patent by Purcell et al. (US 5,945,449) is cited to establish 
that one having ordinary skill in the art would have been well aware of the benefit 
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of using a sterile peritoneal dialysis solution, which is obtained from a sterile 
dialysis concentrate. See from column 4, line 64 to column 5, line 7. 

While the composition makeup in Pureed et al. is different, their disclosure 
establishes that the level of the ordinary skill in this art would have been such 
that sterile dialysis concentrate and sterile dialysis solution would have been well 
within the skill of the ordinary skilled artisan. 

Consequently, the ordinary skilled artisan would have been motivated to 
utilize a sterile dialysis concentrate and prepare a sterile dialysis solution in 
accordance with Martis' disclosure (e.g., claim 7). 

Additionally, because Martis' dialysis solution is biochemically balanced to 
correct metabolic acidosis (page 4, lines 7-10), applicant's feature of minimizing 
metabolic complication risks is met. As for the feature of "for continuous renal 
replacement therapies such as dialysis and hemofiltration," the composition 
makeup of Martis' dialysis solution and the concentrate suggested thereby would 
be suitable for such therapies. 

Therefore, the claimed invention, as a whole, would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made, 
because every element of the invention and the claimed invention as a whole 
have been fairly suggested by the teachings of the cited references. 1 

Applicant's arguments filed on 3/16/2006 and arguments and declaration 
filed on 2/9/2006 have been given due consideration but they were deemed 
unpersuasive. 



1 1t is noted that claim 10 is not included in this ground of rejection. The Examiner believes that 
picking and choosing both the calcium free feature and magnesium concentration feature (Mg = 
0.75 1 0.07 mmol/l) is not fairly suggested from Martis' disclosure as a whole and Martis' specific 
disclosure of 

0-4 mEq/l calcium and 0-4 mEq/l magnesium. 



Application/Control Number: 10/020,882 



Art Unit: 1616 



Page 8 



Applicant argues that Martis' "effective bicarbonate" is higher than 27.5 
mmol/l because the weak acids in Martis' solution "will be converted by the liver 
to bicarbonate as a one to one conversion rate" (page 15 of the 3/15/06 
arguments; see also paragraphs 9-12 of the 2/9/2006 declaration). Applicant 
argues at length about this feature, but applicant should read the claims again. 
The claims mention nothing about an "effective" bicarbonate level. The claims 
require bicarbonate concentration of the diluted solution , not the in vivo 
conversion rate/concentration of all the solution components. The Examiner 
maintains that Martis' teaching is applicable to applicant's claim language . 

Applicant argues further that Martis' peritoneal dialysis teaching is not 
relevant to the present claim set because the present claim set has been 
amended to recite dialysis concentrate/solution for continuous renal replacement 
therapy, "which is an all together different process." Applicant is reminded that 
the invention here is directed to the composition per se. The Examiner has 
established that the dialysis solution taught and suggested by Martis et al. 
contains the same components as applicant's. It is not a requirement for a 
rejection under section 103 that the prior art teaches or suggests the same 
composition for identical purpose. As long as there is a suggestion or motivation 
to arrive at the claimed subject matter, the rejection is proper. In re Kemps . 40 
USPQ2d 1309, 1311 (Fed. Cir. 1996). 

Applicant argues that Martis' calcium range of 0.0 to 4.0 mEq/L would lead 
to chronic loss of calcium and would need regular supplementation. Applicant 
then curiously argues that calcium should be present in Martis' solution, calcium 
would precipitate when heat sterilized, and hence, Martis' disclosure is not 
enabling. Applicants assumptions are flawed. Martis' claim 7 explicitly discloses 
0.0 mEq/L calcium. 0.0 is pretty exact. It means no calcium since 0.0 is less 
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than 0.00000000000001 mEq/L Martis et al. chose the precise claim language 
of 0.0 mEq/L calcium and that is how the disclosure would have been understood 
by the ordinary skilled artisan. 

For these reasons, this ground of rejection, which includes newly 
amended and considered claims 18-19 and 21 , must be maintained. 

Claim 10 is objected to as being dependent upon a rejected base claim, 
but would be allowable, subject to a search update at the time of the next Office 
action, if rewritten in independent form including all of the limitations of the base 
claim and any intervening claims. 

• 

It is noted for the record that the Examiner has repeatedly and specifically 
asked applicant about "NORMOCARB." Repeatedly, applicant has been less 
than informative as to its/their exact content and its/their prior public use, public 
disclosure and commercial activity. In answer to the Examiner's previous 
request for information (Office action of 8/1 1/2005, paragraph bridging pages 12- 
13), this is what applicant states: 

Lastly the Examiner reminds applicant about his duly to disclose "all inibnnation known to 
be material to patentability" in this application with respect to NORMOCARB* product 
information. The Examiner is advised that NORMOCARB* owned by the Assignee was 
marketed originally by the Assignee consistent with the teachings of Purcell and was based on 
those teachings. Applicant had previously advised the Examiner of this feet. 

Let the record show that the Examiner still does not know what types of 
NORMOCARB products were in existence, in public use, disclosed publicly, 



Application/Control Number: 10/020,882 P 
Art Unit: 1616 

and/or involved in commercial activity before 12/20/1999. The Examiner does 
not have any other means to compel applicant to answer these questions and 
leaves such issues for post-allowance, if necessary. 

Applicant's amendment necessitated the new ground(s) of rejection 
presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. 
See MPEP § 706.07(a). Applicant is reminded of the extension of time policy as 
set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory 
action is not mailed until after the end of the THREE-MONTH shortened statutory 
period, then the shortened statutory period will expire on the date the advisory 
action is mailed, and any extension fee pursuant to 37 CFR 1 .136(a) will be 
calculated from the mailing date of the advisory action. In no event, however, will 
the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 

Any inquiry concerning this communication or earlier communications from 
the Examiner should be directed to JOHN PAK whose telephone number is 
(571)272-0620. The Examiner can normally be reached on Monday to Friday 
from 8 AM to 4:30 PM. 
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If attempts to reach the Examiner by telephone are unsuccessful, the 
Examiner's SPE, Johann Richter, can be reached on (571)272-0646. 

The fax phone number for the organization where this application or 
proceeding is assigned is (571)273-8300. 

Any inquiry of a general nature or relating to the status of this application 
or proceeding should be directed to the receptionist whose telephone number is 
(571)272-1600. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). 
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This is EXHIBIT B referred to in the 
Declaration of Sheldon William Tobe, M.D. 
sworn this 23 rd day of November, 2006 




NEIL HARVEY HUGHES, Notary Public, tatfnceofOntarfOi 

limited to the attestation of instruments and the taking of 
affidavits, for Ivor M. Hughes, Barrister and Solicitor. 
Patent and Trademark Agents. 
Expires March 30, 2007. 
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CANADA'S PHARMACEUTICAL COMPANY 



Analytical Operations 
November 08, 2006 



Introduction: 

Goal: To prepare Normocarb 25 Dialysis Solution from Normocarb 35 Concentrate (1 vial, 240 mL). 
The final NC25 Dialysis Solution should have the following composition in mMol/L: Na 140, HC0 3 25, 
C1 1 16.5 and Mg 0.75. The salt concentration of NC35 Concentrate is given below. 





NC35 Concentrate 
Theoretical concentration 


(ing/L) 


(in mMol/L) 


(in mMol/240 mL) 


Sodium 


43.45 


1890 


453.6 


Magnesium 


0.2463 


10.134 


2.432 


Chloride 


50.97 


1437.7 


345.05 


Bicarbonate 
(HC0 3 ) 


28.83 


472.5 


113.4 



That is to dilute 1 13.4 mMol of bicarbonate in 240 mL of concentrate down to 25 mMol/L of 
bicarbonate requires a final volume of 4.536 L (ie: 1 13.4 + 25 = 4.536). The number of mMol required 
in 4.536L to make the goal composition is presented below: 





NC25 Dialysis Solution 
(Volume: 4.536 L) 


Required 
concentration 
(in mMol/L) 


Required amount in 
4.536 L 
(in mMol) 


Amount from 240 mL of 
NC35 Concentrate 
(in mMol) 


Difference 
(in mMol) 


Sodium 


140 


x 4.536 


635.0 


453.6 


181.4 


Magnesium 


0.75 


x 4.536 


3.402 


2.432 


0.97 


Chloride 


116.5 


x 4.536 


528.44 


345.05 


183.39 


Bicarbonate 
(HCO3) 


25 


x 4.536 


113.4 


113.4 


0 



To make 4.536 L from 0.24 L of NC35 concentrate, 4.296 L must be added. Then the amount of these 
ions required in the 4.296L diluent would therefore be the difference shown in the table above (in 
mMol: Na 1 81 .4; C1 1 83.39; Mg 0.97). Given that the molecular weight of NaCI is 58.44 g/Mol and 
MgCI 2 .6H 2 0 is 203.3 g/Mol, the amount of these salts to be dissolved in 4.296 L is calculated below. 



181.4 mMol of NaCI = 58.44/1000 x 181.4 = 10.6 g of NaCI 

0.97 mMol of MgCI 2 .6H 2 0 = 203.3/1000 x 0.970 = 0.197 g MgCI 2 .6H 2 0 

183.39 mMol of Chloride = 35.45/1000 x 183.39 = 6.5 g Chloride (6.43 g Chloride comes from NaCI + 
0.07 g comes from MgCI 2 .6H 2 0) 

Therefore to make a solution of NC25 Dialysis Solution from 0.24L of NC 35 Concentrate requires 
addition of 4.296 L of a solution of 10.6 g of NaCI and 0.197 g of MgCI 2 .6H 2 0 to give a final volume of 
4.536 L. 



Laboratory Verification: 

In order to verify the calculations provided above and to demonstrate that simple dilution of NC35 
Concentrate to a Dialysis Solution having Bicarbonate concentration of 25 mMol/L would not result in 
the concentration of Sodium, Magnesium and Chloride ions equivalent to a NC25 Dialysis Solution 
and that addition of Sodium Chloride and Magnesium Chloride salts is necessary, the following three 
Dialysis Solutions were prepared and analyzed. 

A. NC25 Concentrate to NC25 Dialysis Solution (Dilution: 240 mL to 3240 mL) 

B. NC35 Concentrate to NC25 Dialysis Solution (Dilution 1 71 .4 mL to 3171 .4 mL) 

C. NC35 Concentrate + addition of Sodium Chloride and Magnesium Chloride salts solution to 
prepare NC25 Dialysis Solution (Total volume: 4536 mL) 

Results: 



In Table A, theoretical calculation and test results for a typical NC25 Dialysis Solution prepared from 
NC25 Concentrate (Batch# HE9310) are shown. As expected, Sodium, Magnesium and Chloride ion 
concentrations are in close agreement with the theoretical values. 



Table A 


NC25 Concentrate 

Theoretical 
concentration 


NC25 Dialysis Solution 
(Dilution: 240 mL -> 3240 mL) 

Theoretical concentration 


Laboratory Test Result 


Result 


% of Theoretical 
concentration 


Sodium 


43.45 g/L 


140 mMol/L 


139.2 mMol/L 


99.4% 


Magnesium 


0.2463 g/L 


0.75 mMol/L 


0.756 mMol/L 


100.8% 


Chloride 


55.76 g/L 


11 6.5 mMol/L 


115.5 mMol/L 


99.1% 


Bicarbonate 


28.35 g/L (NaHCQ 3 ) 


25 mMol/L (HCQ 3 ) 


Not Applicable 



Theoretical calculation and test results for NC25 Dialysis Solution prepared from NC35 Concentrate 
(Batch HE9341) are presented below in table B. Although the Sodium, Magnesium and Chloride ion 
concentrations are in agreement with the theoretically calculated values, certainly they differ from what 
is expected for a NC25 Dialysis Solution. 



Table B 


NC35 
Concentrate 

Theoretical 
concentration 


NC35 to NC25 Dialysis Solution 
(Dilution: 171.4 mL -> 3171.4 mL) 

Theoretical concentration 


Laboratory Test Result 


Result 


% of Theoretical 
concentration 
expected for 
NC25 Dialysis 
Solution 


Sodium 


43.45 g/L 


102.1 mMol/L 


102.2 mMol/L 


73.0% 


Magnesium 


0.2463 g/L 


0.55 mMol/L 


0.552 mMol/L 


73.6% 


Chloride 


50.97 g/L 


75.7 mMol/L 


75.7 mMol/L 


65.0% 


Bicarbonate 


28.83 g/L (HC0 3 ) 


25 mMol/L (HC0 3 ) 


Not Applicable 



In Table C t theoretical calculation and test results for NC25 Dialysis Solution prepared from NC35 
Concentrate (Batch HE9341) with added Sodium Chloride and Magnesium Chloride salts are 
presented. Sodium, Magnesium and Chloride ion concentrations are in agreement with the 
theoretically calculated values as well as what is expected for a NC25 Dialysis Solution. 



Table C 


240 mL NC35 + 
(10.605 gNaCI + 0.201 
g MgCI 2 .6H 2 0 
dissolved in 4296 mL 
of water) 


NC25 Dialysis Solution 
(Total volume: 4536 mL) 

Theoretical concentration 


Laboratory Test Result 


Result 


% of Theoretical 
concentration 
expected for 
NC25 Dialysis 
Solution 


Sodium 


Total: 14.6 g 


140mMol/L 


140.9 mMol/L 


100.6% 


Magnesium 


Total: 0.0832 g 


0.75 mMol/L 


0.748 mMol/L 


99.7% 


Chloride 


Total: 18.736 g 


116.5 mMol/L 


118.5 mMol/L 


101.7% 


Bicarbonate 
(HC0 3 ) 


Total: 6.919 g 


25 mMol/L (HCO3) 


Not Applicable 



Lab book references: MK1 2040026; KY1 2060004 



Conclusion: 

The laboratory test results confirms the theoretical calculations and that simple dilution of NC35 
Concentrate to a Dialysis Solution having a Bicorbonate concentration of 25 mMol/L would not result 
in the concentration of Sodium, Magnesium and Chloride ions equivalent to that expected for a NC25 
Dialysis Solution and addition of Sodium Chloride and Magnesium Chloride salts solution is 
necessary. 



Prepared by: Ram Muthuramu, Manager, Analytical Development Date: 1 1/08/2006 
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DEPARTME^OPICEAJOTH &. HUMAN SERVICES 



Dialysis Solutions, Incorporated 
c/o Mr. K^esh ShrofiF 
Apofex Corporation 
' Project Leader - Regulatory Affairs 
616^(e»thn>w Drive 



'AUG ft* 405 



LINCOLNSHIRE JX €0069 



Hooi 



P« fWtc Health ScfvJoe 



Rod and Drug Administration 
3200 Corporate Boulevard 
n«*villo MO 20050 



Re: R050827 

Regulation Number: 21 CFR §876.5820 
Regulation Name: Hemodialysis system and accessories 
Regulatory Class: JJ : , \ \ . ' '' : '^-"'. v '- 
Product Code: KPO 
Dated:, July 20, 2005 

Received: July 21, 2005 ,r : . . - 

Dear Mr. Shroff: 



tee is substanti^ly cquivaji^ (for the indic4ttipns for use stated in 

, ^ - predicate devices marketed in interstate comment prior to 

date of the Medical Device Amendments, or to devices that have been 
reclassified in accordance with the provisions of the Federal Food, Drug, and Cosmetic Act (Act) that 
do not require approval of a premarket approval application (PMA). You may, therefore, market the 

L The general contn>ls provisions of the Act 



If your device is classified (see above) into either class II (Special G^ntrqls) or class in (Premarket 
Approval), it may be subject to such additional controls. Existing major regulations affecting your 
^device can be found itTtlre Code of Fed^l Regulation Title 2 i;Pa^ 80Q to ? 987 Tn^arti^FPTT 
may publish further announcements concerning your device in the Federal Register. 



Please be advised that FDA's issuance of a substantial equivalence deteimtnation does not mean that 

any 

Federal statutes and regulations administered by other Federal agencies. You m ust <*>mply widi all the 
Act's requirements, including, but not iinoutcd to it^istiation and listing (2 1 GFR Part 807); labeling 
(21 CFR Part 80 I ); good manufacturing practice requirements as set forth in th< qua lity systems (QS) 
regulation (21 ^FR; Part 820); and if applicable, the electronic product radiation control provisions 
(Sections 531-542 of the Act); 21 CFR 1000-1050. 



RECEIVED 

AUG 2 1 2005 



REGULATORY AFFAIRS 
Apotex Corp. 



08/22/05 HON 13: 12 PAX 3015942977 



FDA CDRH ODE POS 



This tetter will allow you to begin marketing your device as described in your Section 5 10(k) 
premarket notification. The FDA finding of substantial equivalence of your device to a legally 
5;™*^ your device and thus, permits your device to 

proceed to the market. 

If you desire specific advice for your device on our labeling regulation (21 CFR Part 801), please ,• 
contact the Office of G>mplianc#aTbife olf the following numoers, based otnh«iteguIation number at 
AetopofjuHisletten 

21 CFR 876.xxxx (Gastroenterology/Renal/Urology) , 240 T 276-0115 

21 CFR 884 xxxx • (Obstetrics/Gynecology) . 240-276-0115 

21 CFR 892.xxxx (Radiology) 240-276-0120 

Other ""' "" 240-276-0100 

Also, please note the regulation entitled, "Misbranding by reference to prema*et notification" (21 CFR 
fj&fS 7): You may obtain other general information on your responsibilities under the Act from the 
Division of Small Manufacturers, International and Coiisumer A&ista^c^ 
638-2041 or (301) 443-6597 or at its Internet address 
http-i/wvw.fda.gov/cdrh^^ 



Sincerely yours, 




Nancy G.Brogdon 



Director, Division of Reproduct: ve, . i 
Abdominal, and Radiological I)evi<^s 
Office of Device Evaluation 
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; S10(k) Number C«f known): £050827 

Device Ndrhe: Ko»MoeAkB™ 9A /Sterile BicaAaniite Renal Dialvris CogggBtB& 
Indications for Use: 



NORMOGARB™ 25 Sterile BicaAoo^ Renal Dialysis Concertrate, aftsr dilution, is 
Indicated for use as a dialysate, in Continuous Renal Replacement Therapy (CRRT). 



fflltl 



prescription Use _JS . ANtf/oR 

(Part 21 CFR 801 Subpart D) ^ 



Qycr-TtiCrGounter Use 



(21 CFR 801 Subpart C) 
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N0RM0CARB™25 

C4 m , N0RM0CARB™35 
Sterile Bicarbonate Renal Dialysis Concentrate 



ESSENTIAL PRESCRIBING INFORMATION 
THERAPEUTIC CLASSIFICATION 2 °° 5 
DiaJysate Concentrate for Hemodialysis. 
DEVICE DESCRIPTION 

A dear, sterile, nonpyrogenic, calcium-free bicarbonate renal dialysis concentrate. 
Composition: 

NoRMOCARB™ (Undiluted): NoRM0CARB™25 contains 90.73 g/l sodium chloride (NaCI) 2 06 g/L n 
bicarbonate (NaHC0 3 ) in water lor injection. 

Dtalysat. Solution iNobmocarb- (Olluted)j: The dlalysate solute (diluted NORMOCAhB"), when prepared „ directed, contains the Mm* 



chloride (NlgCy and 28.35 (j/L sodium 



Component 


Concentration Normocam^S 


Concentration Hormocarb«35 


(mMoi/L) 


(mEq/L) 


(mMoI/L) 


(mEq/L) 


Sodium {Na) 


140.0 


140.0 


140.0 


140.0 


Magnesium (Mq) 


0.75 


1.5 


0.75 


1.5 


Chloride (CO 


116.5 


116.5 


106.5 


106.5 I 


Sicarbonato (HCO,) 


25.0 


25.0 


35.0 


35.0 


Total Anions 


141.5 mEa/L 


141.5 mEo/L 


Total Cations 


141.5 mEoA 


141.5 mEo/L 



...» ,m«,»u. cu mm, conaucuvuy oi tne oiatysate solution is 140 mmhos/cm at 25'C 

ESZttZZg^"**" °" m - — ^ " ,0 4 *»■ <* M ™ *« '«» " ^ — » (" «WI ma, 0, added th. 
INTENDED USE/INDICATIONS 

Normocarb™, atter dilution, is indicated for use as a diasytate. in Continuous Renal Replacement Therapy (CRRT) 

The ams of CRRT are control of fluid balance, control of plasma electrolytes, control of acid-base balance and removal of products of metabolism 
CONTRAINDICATIONS 

There are no known contraindications to the use of Normocarb™. 
WARNINGS AND PRECAUTIONS 

IMormocarb™ is not for infusion 

IfflrSST ' S ' " ' W0Cal0emla * P °* i '* °' ™— » P*— * ««*Q "-trihon. monnonno and 

Normocarb 1 " must not be used if a precipitate has been formed or if container seals have been damaged 
IMormocarb™ should not be used in dialysate proportioning intermittent hemodialysis machines 
Use In Pregnancy: 

ma'poSn^^ 
ADVERSE EVENTS 

less common but serious congestions observed during hemodialysis include disequilibrium syndrome, hypersensitivity reactions, arrhythmia, cardiac 



e 
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tamponade, Intracranial Weeding, seizures, hemolysis and air embolism 

Healthcare practitioners should also be aware that diaryzer reactions may occur In patients. 

DOSAGE AND ADMINISTRATION 

IndMdnalbatlon ol Treatment 

^T , ^^ S n ^H 0 'lh (d ' IU,e^ H^T 8 "' admlnlS,Bred ^ upon me Md *■« dividual patient, the target fluid balance to be 

^KOBB^^mmuS^ ^ U PaUent ' S dUrt "° Pr0CeSS 01 D0SAGE MU * T THEREFORE BE AT 

The usual dosage range commonly used is as follows: 

Adults: Usual dlalysate flow rate is 1 000 to 2000 mL/hr or 20 mL/Kg/hr. 

Children: Usual dialysate flow rate is 2 L/1 .73 rrtftr. 

E d A^ USUa ! flow * te ** adu,ts bul w[ " de P end 00 1,18 nemodynamic condition of the elderly patient 

SS^ H n S T m t0 ^ "HP"* aCWrdin0 10 Physicton ' s orders < see ^oKSmON below for detailed instructions). 

RECONSTTTUTION (Preparation of Dialysate Solution Using Normocarb™ and Sterile Water) 
Requirements: ' 

• Normocarb*\ 1 vented IV transfer set, 1 

• 3 L of sterile water 

• Alcohol swabs 

Important Considerations Before Reconstitution: 



3 needle 



Method: 

1) 
2) 



e than can be used in a 24-hnur pprirvi 



Ustog^ f r ° m 0Uter Pr0teCtiVe te0 and m injectlon port on tag m aJcoho! 8wab - 

a) Assemble IV line, needle, and close clamp 

b) Spike vial 

c) Connect needle to bag 

Using vial hanger, hang vial from IV pole. 

JS^ c c on,en ? of . one 240 mL ^ int0 a 3 L te ° 01 steri,e water to make 324 L ° f 

dSse^e^^ 
Clamp IV line. 

Fill out required information on accompanying "Medication Added" sticker and apply to bao 
Disconnect needle and IV set. y u ' 



Diluted Solutions 


Na 


Mg 


a 


HC0 3 


Normocan>35 


140 


1.5 


106.5 


35.0 


Normocaro*25 


140 


1.5 


116.5 


25.0 



10) Connect bag to CRRT d 
COMPATIBILITY 

I!tu M c°™T * PhySiCai,y ^ Chem,Ca,fy C ° mpatit,,e m 3 WW9 ^ of di!uen,s - H0WEVER . NR DSE IN DIALYSIS, NORMOCARB™ MUST BE DILUTED 

^aC™ NORMOCARB^L^ompa^e 
SYMPTOMS AND TREATMENT OF OVERDOSAGE 

So^S^S'rJTn^ °?! l' h !.. p r du,e ls ""^ « «• P*«» electn^tyte and acid-base balance are 
Z 2£2in ^ KKS!f ' l"" e ^" 0l !! ,e Ctan ' es 0CC1 " """"""O hypokalemia, volume depletion, hypophosphatemia. hypoStfa 

HOW SUPPLIED 

Siorage? 88 ™ " ** * ^ ^ nonpyro ° enic ' bicarbonate renal dialysis concemrate in single-use vials of 240 mL 

SirC r2W ^ Donotuseifapre.pitatehasformedor^ 
Dlalytate Solution INobmocarb™ (Diluted)): Because bicarbonate is lost through most plastics used to make diluent bags, once prepared the dialysate 

CAUTION: Federal Law restricts this device to sale by. or on the order of, a physician (or property licensed practitioner). 



by: Apotexlnc. 
Toronto, Ontario 
Canada M9L 1T9 



228784 



228784 NORM25_35 RA RBV1 8/15/05 2:14 PM Page 3 



product name: NORMOCARB 25_35 
product number: 228784 RA RevI 

PHARMACODE NUMBER: N/A 

SPECIFICATIONS 
colors (front): Black 
(back): Black 

PAPER TYPE AND WEIGHT: NON-L.UMMESCENT STOCK (28 OR 35 LB) 
DIMENSIONS - FLAT. 6 IN X 7.75 D) 

folded: N/A 

FLAT. 152.4 MM X 196.85 MM 

folded: N/A 

INSERT, m 

cutsert: □ glue spots: 0 

PERF.". N/A 
CONFORMITY OF FOLDING: Q 

See Hard Copy For Approvals 
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Size : 

Format & Finished Folded Size: 

Code # Verification: 

Text Reviewed By: 

Text Approved By: 
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product name: NORMOCARB 25.35 
product numbs: 228784 RA RevI 

PHARMACODE NUMBER: H/A 



SPECIFICATIONS 

s (front): Black 

(back): Black 

PAPER TYPE ANO WHGHt NON-LUMINESCENT STOCK (28 OR 35 Lfi) 

S-FiAT 6 1« x 7.75 ra 

foloeo: N/A 

FLAT 152.4 MM X 196.85 MM 

folded: N/A 



outsert □ blue spots: 0 
perf.: h/a 

CONFORMITY OF FOLDING: Q 

See Hard Copy For Approvals 
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Apotex Inc - Richmond Hill Norm ocarb™ 25/35 - ESSENTIAL PRESCRIBING INFORMATION 
SAP Code: 228784 RARevI Insert Size: 6* x 7.75* 

Reason for Revision: New strength being submitted In 510K. Revised 08/15/05 to amend per FDA 
Date Prepared: March 22/2005 Stock: can be run in either 281b or 351b Luminesence: No 




N0RM0CARB™25 

a , N0RM0CARB™35 

Sterile Bicarbonate Renal Dialysis Concentrate 



ESSENTIAL PRESCRIBING INFORMATION 

THERAPEUTIC CLASSIFICATION 2005 
Diaiysate Concentrate for Hemodialysis. 
DEVICE DESCRIPTION 

A clear, sterile, nonpyrogenic, caicium-free bicarbonate renal dialysis concentrate 
Composition: 

Diaiysate Solution (NoflMOURB" (Diluted)]: The diaiysate solution (diluted Normocarb™), when prepared as directed, contains the Mowinrj: 



Component 


Concentration Hormxjuu^S 


Concentration N«wocam™35 


(mMot/L) 


(mEq/L) 


(mMot/L) 


["Eg"-) 


Sodium (Na) 


140.0 


140.0 


140.0 


140.0 


Maqnesium (Mq) 


0.75 


1.5 


0.75 


1.5 


Chloride (CI) 


116.5 


116.5 


106.5 


106.5 


Bicarbonate (HCO,) 


25.0 


25.0 


35.0 


35.0 


Totai Anions 


141.5 mEa/L 


141.5 mEa/L 


Total Cations 


141.5 mEq/L 


141.5 mEq/L 



MunMiKii mwsurea iinai conauctrvrry ot me diaiysate solution is 140 mmhos/cm at 25'C 

ZSmn^X^"''' °" m - "" ,a " v " 10 4 mm - Ca "*" n Mmt t0 128 mMol/l « 2 - 5 -*« «* — • •» 

INTENDED USE/INDICATIONS 

INORMOCARB™, alter dilution, is indicated for use as a diaiysate. in Continuous Renal Replacement Therapy (CRRT) 

^^J^^^J^r ^ ^ T tinU6d 24 U ° m 3 d3y 10 treal ^ 111 ^ ^ ™* failure - N0RM0CAR B ™ is not approved for infusion 
a ™ tfh3£TSK n »t ^tT"'" ^ f hem0dynamical ^ unsbb ^ °< whose liver function S impaired or 
^^Sl^fa^^Z^Z^S^ ™ e ™ len »»* t0 ™na°e and may have high requirements for bicarbonate due toTngoing 
^uSSSU^SSSmS^^ 1 nor ""^ metaiwlic acidosis if 016 ,iver meta ^ more lactate into bicarbonate The 

SS^^^STS ^ 80, ^. WI " >dua,,y remove some blcarbonate lrom the P atienl ln addilior1 1 ° a bicarbonate-based dialysis solution 
CSta? me ^ ,JC add0SiS requ5re intravenous Wusions °< ^carbonate to maintain their pH 2 " SI 



The aims of CRRT are control of fluid balance, control of plasma electrolytes, control of acid-base balance and removal ol products of metabolism 
CONTRAINDICATIONS 
There are no known contraindications to the use of NORMOCARB™. 
WARNINGS AND PRECAUTIONS 
NORMOCARB™ IS NOT FOR INFUSION. 

**5tt£^ iS 3 "* ° f ***** m ™° me °' hyP0flfycemia - ™ s « °e Panted with ongoing nutrition, monitoring and 

^^^Tl^ ?Ti ? f ri ' e ™* 1 ™™ ™- 00 N0T USE N0RMAL WNGERS ^ATE OR ANY OTHER DILUENT EXCEPT STERILE WATER 
The patents hemodynamic fluid, electrolyte and acid-base balance should be monitored throughout the procedure. 

Since Normocarb™ is potassium- and calcium-free, close monitoring of the patient's potassium and calcium levels must be carried out durinn trrt it k 
recommended that these levels are followed twice daily or according to local CRRT protocols ° M * 

Normocarb™ must not be used il a precipitate has been formed or if container seals have been damaged. 
NORMOCARB™ should not be used in diaiysate proportioning intermittent hemodialysis machines 
Use In Pregnancy: 

ADVERSE EVENTS 

Less common but serious complications observed during hemodialysis include disequilibrium syndrome, hypersensitivity reactions, arrhythmia, cardiac 
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tamponade. Intracranial Weeding, seizures, hemolysis and air embolism. 

Healthcare practitioners should also be aware that dialyzer reactions may occur In patients. 

DOSAGE AND ADMINISTRATION 

NORMOCARB™ MUST BE DILUTED BEFORE USE. For dilution, one 240 mL vial ol NORMOCARB™ should be added to 3 L of sterile water to make 3.24 L ol 
diafysate solution. See RECONSTITUTtON below tor detailed instructions. 
IndhmtuattzaUon of Treatment 

The volume of dlalysate solution (diluted Normocarb™) administered will depend upon the fluid balance of the individual patient, the target fluid balance to be 

achieved, the body weight and the amount of fluid removed from the patient's circulation during the process of dialysis. DOSAGE MUST THEREFORE BE AT 

THE DISCRETION OF THE PHYSICIAN. 

The usual dosage range commonly used is as follows: 

Adults: Usual diafysate flow rate is 1 000 to 2000 mUhr or 20 mL/Kg/hr. 

Children: Usual diafysate flow rate is 2 L/1 . 73 rr^/hr. 

Elderly: Usual dialysate flow rate as per adults but will depend on the hemodynamic condition of the elderly patient. 

For patients requiring dextrose, D50W may be added to the diarysate according to physician's orders (see REC0NSTTTUT10N below for detailed instructions). 

RECONSTTTUTION (Preparation of Diafysate Solution Using NORMOCARB™ and Sterile Water) 

Requirements: 

• Normocarb™, 1 vented IV transfer set. 1 20 G needle 

• 3 L of sterile water 

• Alcohol swabs 

Important Considerations Before Rewnstltution; 

NORMQCARB™ must be diluted before use with Sterile water only - do not use normal saline. Ringers Lactate or a n v other diluent. D50W mav be added to 
Sterile water , i f req uired BY Physician's orders , as d esc r ibed i n t h e method below. Do not manufacture more diatvsate than can be used in a 24-hour period. 
Method: 

1 ) Remove bag of sterile water from outer protective bag and wipe injection port on bag with alcohol swab. 

2) Using aseptic technique: 

a) Assemble IV line, needle, and dose damp 

b) Spike vial 

c) Conned needle to bag 

3) Using via) hanger, hang vial from IV pole. 

4) Open clamp and empty contents of one 240 mL vial into a 3 L bag of sterile water to make 3.24 L of diarysate. 

5) Special Consideration: For patients requiring dextrose. 12 mL of D50W may also be added to the bag of sterile water, to make 3.25 L of dialysate with a 
dextrose concentration of 10.2 mEq/L according to physician's orders. 

6) Gamp IV line. 

7) Fill out required information on accompanying "Medication Added" sticker and apply to bag. 

8) Disconnect needle and IV set. 

9) Shake to mix by rocking or rolling the bag and contents thoroughly. When diluted, solution contains approximately (mEq/L): 



KBHI 


Na 


Mq 


a 


HC0 3 


E33S3MI 


140 


1.5 


106.5 


35.0 




140 


1i 


116.5 


25.0 



10) Conned bag to CRRT dialysis drcuit and institute dialysis. 
COMPATIBILITY 

Normocarb™ is physically and chemically compatible with a wide variety ol diluents. HOWEVER, FOR USE IN DIALYSIS, Normocarb™ MUST BE DILUTED 
WITH STERILE WATER. 00 NOT USE NORMAL SALINE, RINGERS LACTATE OR ANY DILUENT OTHER THAN STERILE WATER. NORMOCARB™ is compatible 
with all systems used for CRRT. 

SYMPTOMS AND TREATMENT OF OVERDOSAGE 

Overdosage with diafysate solutions should not occur if the procedure is carried out correctly and the patient's fluid, eledrolyte and acid-base balance are 
monitored closely. After prolonged dialysis, fluid and eledrolyte changes may occur including hypokalemia, volume depletion, hypophosphatemia, hypocalcemia 
and possibly vitamin and mineral defidendes. Continued application ol dialysis will remove excess fluid. Regular monitoring and appropriate supplementation 
including nutritional supplementation, are part of standard continuous renal replacement therapy care. 
HOW SUPPLIED 

NORMOCARB™ is available as a dear, sterile, nonpyrogenic, caldum-free bicarbonate renal dialysis concentrate in single-use vials of 240 mL. 
Storage: 

NORMOCARB™ (Undiluted): Store at 20* - 25*C (68* - 77*F) [See USP Controlled Room Temperature). Do not freeze. Do not use if a predpitate has formed or if 
container seals have been damaged. 

Diafysate Solution iNormocarb™ (Dilated)]: Because bicarbonate is lost through most ptastics used to make diluent bags, once prepared, the dialysate 
solution (diluted Normocarb™) should be used within 24 hours. It may be stored at normal room temperature or refrigerated (2* - 30'C). Do not freeze 
diafysate or expose to excessive heat. 

CAUTION: Federal Law restricts this device to sale by. or on the order of, a physidan (or property licensed practitioner). 



Manufadured by: Apotexlnc. 

Toronto. Ontario 

Canada M9L 1T9 228784 




-1 5 

Cn<£ 

3 cl 



•S|iB;ap urn joi yasui uoubiujojui 
OuiqjJDsajd |Bjjuass3 o\ Jajay 
'OK &OOH '5*9 U 10 

:("l/D3Ui) A|9jBiuixojddB suibjuod uopios 'pajniip uaii/yy 

'XtUl 0) ||9M 8MBUS 

uoimios ajBsAjBjp -j p ZZ a*Bw oj j9jem aiugjs n 8 oj ibfa iuj o« ppv :SN0I133UI0 

a ■3sn3dOd3ay3ivM3iid3iSHiiM3imia 

•yasuj uo^wjojui Smquasajd lejjuassa oj jajau :39VS00 "IVflSfl 

•(jauonipeid pasuasii 
A|jadoid jo) uepisAqd e '(o japjo am uo jo «Aq 3|bs 
oj 83|Aap sim spiJjsai mbi jBJapaj :N0LU1V3 
NOISndNJ HOd ION 
AdVU3Hl lN3W33V1d3U "IVN3H 

snonNiiN03Ni3sn uod 

S£ B2 ^OOHBN 
'902 ^IOBiaj 
'EZ06 IOBN 
:(T/B) 



So 



3 

CQ 




3 o 
3 = 



^ 3> 33 "0 CD 
M-grQ.ro en 




o 
fl> 



CD 
O 



5' 

CO 



CD 
X 

o 



cog. 
c 



n 2L 



CO 
CO 

3 
3 
x 

cn 
cn 

3 
3 

CO 

cn 
x 

In 



OS 

O fl> 
Q. gf 
CD CO 

5" 



2T3 

3 a. 

Q C 



r- 

C 

CO 

> 
O 

o 
o 
> 

CD 
ro 
cn 



"U 
ZD 



m 
D 

> 

o 



Q 
Q 



> 
H 

m 

3} 



"D 

ID 
O 

o 



o 
> 
z 
> 

> 

CO . 

z I 

> I 

5 i 

> I 

o . 

c ■ 

o I 
>! 

r | 

° i 
0 i 



3 
o 

3 

a 



03 
03 
O 

CD 

CQ 



J3 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

Jjt, IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 
J^l FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 
J3 SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 
fli GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: - 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



